Abstract: Background: Diabetes mellitus, ischemic heart disease, and chronic kidney disease are three major chronic conditions that develop with increasing risks among adults as they get older. The interconnectedness of these three chronic conditions is well known, while each condition acts as a prognostic risk factor for the other two. It is important to understand the progressive relationships of these three conditions over time in terms of transitioning between clinical states and the impact on patients' survival.
Background
Diabetes mellitus (DM), ischemic heart disease (IHD), and chronic kidney disease (CKD) are three major chronic conditions that develop with increasing risks among adults as they get older [1] [2] [3] . In recent years, approximately 31.0, 25.9, and 4.4% of the elderly US population aged 65 years and above suffered from DM, IHD, and CKD, respectively. These three chronic conditions are associated with high health care expenses [4] [5] [6] . In 2013, the total health care costs for DM, IHD, and CKD were 101.4, 88.1, and 13.5 billion dollars, and the elderly population accounted for 42.8, 61.2, 52.5% of these costs, respectively [7] .
The interconnectedness of these three chronic conditions is well known, while each condition acts as a prognostic risk factor for the other two. Previous studies discuss risks associated between pairs of these conditions and their subtypes on lifetime, quality of life, and etiological aspects. For example, a diagnosis of CKD not only increases the risk of cardiovascular morbidity but worsens cardiovascular condition outcomes if a subject has both diseases together [8] . Some evidence suggests that around half of all heart failure patients suffer at least some level of CKD in their lifetime [9] . Accordingly, patients with CKD are strongly recommended to have regular screenings for the presence of cardiovascular related complications for early intervention. Cardiovascular complications also play a critical role in the development of CKD [10, 11] , and evidence shows that CKD prevalence is high among the population with undiagnosed diabetes and pre-diabetes [12] . In addition, DM is reported as a major risk factor for cardiovascular disease [13] and a leading risk factor for end-stage renal disease, co-occurring in half of the patients with CKD [14, 15] .
Generally, these three conditions do not necessarily follow a generic progression pattern, but one condition or pairs of them act as a possible risk factor for developing the other conditions. Therefore, it is important to understand the progressive relationships of these three conditions over time in terms of transitioning between clinical states and the impact on patients' survival, especially among the elderly, who are at increased risk for these conditions. To our knowledge, there is no published literature discussing these conditions together with respect to state transitioning and patients' survival. To fill this gap, we investigated the characteristics of a progressive multistate system structured with these three major chronic conditions for elderly individuals using Hawaii Medicare data.
The main objectives of this study are two-fold: (1) to determine overall survival characteristics associated with DM, IHD, and CKD conditions in adults aged 65 years and above as related to transitions between various clinical stages; and (2) to demonstrate the use of health insurance data to evaluate the survival characteristics of a chronic disease system.
Methods

Data
We employed a retrospective cohort analysis of 23,030 individuals aged 65 years or above who experienced at least one of the following conditions: DM, IHD, and CKD, from January 1, 2009 through December 31, 2013 using Hawaii Medicare claims data. This data allowed us to systematically track the occurrence of a set of selected disease conditions for up to five years and provided covariate information such as demographic data and the presence of other co-morbidities. Data on both inpatient and outpatient visits were utilized. The International Classification of Disease 9th Revision (ICD-9) diagnosis codes [16] were used for specifying the disease conditions. Specifically, the series of ICD-9 codes of 250, 410-414, and 585 were used to identify DM, IHD, and CKD, respectively.
The Medicare master beneficiary summary file was used to identify gender and race/ethnicity. Race/ethnicity was categorized as White, Asian, Native Hawaiian and Pacific Islander (NHPI), and Other group, which contained American Indian/Alaska Native, AfricanAmerican, Hispanic and unknown races that represented as a small proportion. Respective percentages of these groups were White, 28.4%; Asian, 26.9%; NHPI, 24.0%; and Other, 20.7%. In addition, we used the Charlson Comorbidity Index (CCI) calculated at baseline that gives a one-year survival score for a patient based on chronic commodities [17] . Furthermore, we used the dual eligibility status of an individual who received both Medicare and Medicaid benefits as an indicator for socioeconomic status as it is common among individuals with low incomes. The research protocol was approved by the Institutional Review Board at the University of Hawaii.
Multistate model and statistical analyses Multistate model
In this study, we used the acyclic multistate model shown in Fig. 1 to define an interconnected progressive chronic disease system for the elderly population. In the system, there are eight clinical states an individual can occupy at a given time point. An individual starts from one of the single disease states (i.e., DM, IHD, or CKD) and moves towards the absorbing state Death either directly or through four different intermediate multi-disease states. Depending on the initial state of the individual, he/she may move to one of three dyad states: DM + IHD, DM + CKD, IHD + CKD, or to the Death state. If an individual moves to one of the dyad states, he/she may transfer to DM + IHD + CKD, or to the Death state. We controlled the complexity of the system by limiting the initial states of an individual to be one of DM, IHD, or CKD only, and by not allowing direct transitions from states DM, IHD, and CKD directly to the DM + IHD + CKD state.
We determined the earliest date of the first disease occurrence for each individual and tracked all subsequent states along with state transition times. Starting from this point, we extracted the claims data for the three conditions to track the progression of each individual in various clinical states as indicated in Fig. 1 . Here, individuals entered the system at different time points, resulting in right-censoring in the multistate model. A summary of transition counts for the system is provided in Additional file 1: Table S1 in matrix form.
State occupation probabilities and transition hazards
State occupation probabilities and state-to-state transition hazards are two important quantities for a multistate model. We used the Aalen and Johansen [18] estimator to estimate marginal state occupational probabilities, which is a nonparametric technique that provides great flexibility in handling a complex multistate system without strict model assumptions. To identify the important covariates affecting state occupation probabilities and state-to-state transition hazards, we employed the pseudo-values methods proposed by Andersen and Klein [19] . This was implemented using the generalized linear model with a logit link function to estimate the covariate effect on the state occupation while incorporating log link function for state-to-state cumulative transition hazards. Details of the aforementioned estimation procedures for a multistate model are described in the Additional file 1.
Due to the limited follow-up period the observed transitions subjected to right-censoring. The estimation was based on the assumption that individuals were randomly censored. Ninety-five percent point-wise confidence intervals of state occupational probabilities and stateto-state transition hazards were estimated using the bootstrap method with 1000 bootstrap samples. All the analyses were conducted using R-3.3.1 software, with algorithms developed incorporating existing functions in R-base packages.
Results
We evaluated the progression of a newly diagnosed subject with DM, IHD, and CKD conditions with respect to time, analyzing the state occupation probabilities of eight different states, and the hazards of sixteen transition types (see Fig. 1 ). We also reported effects of several important covariates, such as age, gender, race/ethnicity, comorbidity burden and financial status, on these temporal functions.
Transition counts
At baseline, individuals entered the system initiating from 9628 DM, 7943 IHD, and 5359 CKD states. Correspondingly, 6868 (71.3%), 5276 (66.4%), and 3295 (61.4%) of these individuals remained in their initial states by the end of the study period. We summarized the transition counts for the study in Additional file 1: Table S1 to illustrate the basic transition characteristics for the system. For example, the cell (DM, DM + IHD) shows that of the 9628 who initiated from DM state, 1163 individuals transferred to DM + IHD state. The cell (DM + IHD + CKD, Death) indicates that out of 950 individuals who transferred to DM + IHD + CKD state, 363 individuals transferred to Death state.
Marginal estimates of state occupation probability
The initial probabilities of entering the system from DM, IHD, and, CKD clinical states were 41.9, 34.7, and 23.4%. The probabilities of staying in these states gradually declined over time down to 27.3, 20.6, and 12.7% four years later. CKD showed the highest relative decline in the state occupational probability, resulting in the tail probability closer to half of its initial value. In Fig. 2 , we provided a graphical illustration of the marginal state occupation probabilities that estimated via the Aalen-Johansen estimator along with 95% bootstrap based point-wise confidence intervals.
After the initial state, the next three subsequent intermediate states are three dyads: DM + IHD, DM + CKD, and IHD + CKD. For these dyad sets, the state occupation probabilities increase over time with a nonlinear trend, such that they increase rapidly during the initial phase. At a later phase the degree of increment slowly dissipates, resulting in approximately 8.7, 7.0, and 5.7% for occupying DM + IHD, DM + CKD, and IHD + CKD after four years of the initial occurrence, respectively.
The occupation probability of the DM + IHD + CKD state increases at a much slower rate compared to the dyad state sets reaching a maximum value of 3.0% around 1415 days, and then declining at a very slow pace. Clearly, the intensities of state occupation probabilities for intermediate states at any given time are relatively lower than those of the initial states.
For the absorbing state of Death, the occupation probability increases rapidly at the beginning and then follows an almost linear trend with respect to time. After four years, the probability of experiencing death reaches approximately 15.1%. Figure 3 presents the marginally estimated state-to-state cumulative transition hazards from one given state to another by the Nelson-Aalen type hazard estimator. The details of 95% bootstrap based point-wise confidence Among all the initial single disease states, subjects with DM were least likely to die at any given time. On the other hand, subjects with CKD had the highest risk of death. The corresponding death risk for CKD subjects appears to be similar to their transition hazards to any subsequent dyad states. For a subject with IHD, the risk of death rapidly increased but at a slower rate compared to a subject with CKD.
Marginal estimates of cumulative transition hazards
Compared to other dyad states, the DM + IHD had the lowest risk of death at any given time, followed by DM + CKD. Subjects with IHD + CKD had a very high cumulative hazard of death, which was about six times higher compared with the corresponding values of the DM + IHD state at the 4th year. Furthermore, the hazard of death at IHD + CKD was far higher than the hazard of transitioning to DM + IHD + CKD state, showing that these individuals were less likely to move to the triad state. As noted, there was an elevated risk of death for DM + CKD subjects during the very early period compared with transitioning to DM + IHD + CKD. For the entire system, we observed the highest risk of death by DM + IHD + CKD at any given time.
Covariate effects on state occupation probabilities Table 1 presents the estimated odds ratios and 95% confidence bands on state occupations for several covariates of interest such as age, gender, race/ethnicity, CCI, and dual eligibility. Note that a multistate system is characterized by state-to-state events and at-risk processes, which are both functions of time. Consequently, the covariate effect on the state occupation could vary over time. Therefore, we report the impact of covariate at a sequence of time points: at 365, 730, 1095, and 1460 days corresponding to years 1, 2, 3, and 4. The estimated regression coefficients from the multistate model along with p-values are presented in Additional file 1: Table S2 .
Age significantly affected the state occupation probabilities of all eight states and its effect was fairly uniform throughout the four time points for a given state, except for IHD and CKD. Interestingly, the direction of age effect appeared to be inconsistent among states. For example, older individuals had low odds of occupying the DM state or dyads and triad states with DM at any time. As expected, the odds of occupying the Death state for an older individual was relatively higher and the magnitude of effects due to age increment appeared to be the highest among all states. Gender showed significant impacts on all states except IHD and DM + CKD. Clearly, the odds of occupying DM and CKD states for females were higher than males at any given time and the corresponding impact was relatively large for DM state. On the other hand, males had higher odds to be in DM + IHD, IHD + CKD, DM + IHD + CKD, and Death states at all the time points studied.
We evaluated the race/ethnicity difference on the state occupation probability, estimating odds ratios for other racial/ethnic groups, relative to White. The result suggested a fair consistency in racial/ethnic effects on the state occupation probability among Asian, NHPI and Other. Compared to Whites, for example, Asian, NHPI and Other had significantly higher odds to occupy DM, DM + CKD, DM + IHD + CKD states but low odds to be in IHD and IHD + CKD states at all four time points. Additionally, for NHPIs, there was a significantly high odds to be in DM + IHD and a low odds to be in Death state, compared to Whites.
The CCI appeared to be another important factor for state occupation in this multistate model. Higher values of CCI were associated with significantly higher odds for an individual to occupy the Death state at any given time. Subjects with higher CCI values were less likely to stay in DM, DM + IHD, DM + CKD, and DM + IHD + CKD states, compared to subjects with lower values. On the other hand, individuals with high CCI had higher odds to occupy the CKD state. Our results did not suggest any statistically significant associations between CCI and odds to be in IHD and IHD + CKD states.
Interestingly, the dual eligibility status did not show strong effects on the state occupation probabilities of the system except for DM and Death states. The dual eligibility factor reduced the odds to be in the DM state. However, an individual with the dual eligibility had significantly higher odds of occupying the Death state compared to non-eligible subjects, and the intensity of the effect increased over time. Table 2 summarizes the estimated hazard ratios for the 16 different cumulative state-to-state transitions and their corresponding 95% point-wise confidence bands for the set of covariates (See Additional file 1: Table S3 for regression coefficients). The "From" and "To" columns of the table represent the type of transition and the rest of the columns provide relative cumulative hazards corresponding to each covariate. For example, the first cell under age variable shows that the relative cumulative transition hazard from DM to DM + IHD was about 0.994 after one year due to a unit increment in age. Here, we focus our discussion comparing cumulative hazards at the beginning of the 4th year. Table 2 Estimated cumulative transition hazard ratios along with 95% confidence bands at elected time points for a set of covariates given by age, gender, race/ethnicity, CCI and dual eligibility. For age and CCI, the odds ratio is defined as the ratio of odds for a unit increment of the variable. For gender, race/ethnicity and dual eligibility the ratio is calculated relative to males, whites, and ineligibility, respectively Age had a clear influence on the transition mechanism. Transitions that were directed towards Death state from IHD to IHD + CKD and from CKD to IHD + CKD showed significantly increased risks due to increase in age. However, age appeared to negatively affect the cumulative hazards of several transitions such as from DM to DM + CKD, from CKD to DM + CKD, and from DM + CKD to DM + IHD + CKD, showing significantly lower cumulative hazards for older subjects.
Covariate effects on cumulative transition hazards
As one of the interesting outcomes of this study, we found that males had a higher risk for transitioning between states compared to females, considering all types of transitions in the system. Among 16 transitions types, such differences were found to be significant for 12 cases.
Racial/ethnic discrepancies were found to affect the cumulative transition hazards between states. Compared to Whites, Asians had higher risks for moving from DM to DM + CKD, from CKD to DM + CKD, from DM + CKD to DM + IHD + CKD, from IHD + CKD to DM + IHD + CKD, from DM + CKD to Death, and from DM + IHD + CKD to Death. However, the relative risk of transferring from IHD state to Death was significantly lower for Asians. For NHPIs, transition hazards from DM to DM + CKD, from IHD to DM + IHD, from CKD to DM + CKD, from DM + CKD to DM + IHD + CKD, and from DM + IHD + CKD to Death were relatively higher compared to Whites, but hazards from IHD to IHD + CKD and from IHD to Death were relatively lower for the NHPI group. The overall outcome of racial/ethnic differences seem to suggest that Whites had relatively lower risks for transferring from CKD to DM + CKD and from DM + IHD + CKD to Death, but they had an increased risk for transferring from IHD to Death compared to all other groups.
We observed that higher values of CCI were associated with increased risks of transitioning to the Death state. In several transitions such as from DM, IHD, CKD, and IHD + CKD states to Death, the increased risks were statistically significant. Furthermore, subjects with higher CCI were less likely to transition from DM to DM + IHD, from DM to DM + CKD, from IHD to DM + IHD, CKD to DMI + CKD, and from DM + CKD to DM + IHD + CKD.
Estimated relative risks for the dual eligibility suggested that it has a positive association with elderly subjects moving to the Death state. In fact, observed risks were significant for such transitions from all other states. Additionally, we found significantly increased risks associated with the dual eligibility on transitions from IHD to DM + IHD, from IHD to IHD + CKD, and from DM + IHD to DM + IHD + CKD.
Discussion
We investigated characteristics of a multistate system that was based on states defined by three major chronic conditions, DM, IHD, and CKD, for elderly individuals aged 65 and above, using five years of Hawaii Medicare data. In the interconnected disease network, an individual entered the system from DM, IHD, or CKD states and finally reaches the absorbing state Death following one of several possible paths.
During the five-year follow-up, we found that the probabilities of occupying the initial states continuously decrease, showing tendencies of individuals moving to the subsequent states. In particular, an individual with CKD had only about a 50% chance to stay in this initial state at the end of the five-year study period, declining the occupational probability at a faster rate compared to DM and IHD states. This could possibly be due to the serious co-morbidity risks associated with CKD condition. During this period, the state occupational probabilities at intermediate states almost reached stationary levels, and the probability of death continuously increased following a fairly linear trend with respect to time. The analysis of marginal transition hazards provides a clear picture of burdens of competing hazards on transitioning to various subsequent states initiating from a given state. For example, subjects with IHD + CKD had a greater risk of death than their risk of moving to DM + IHD + CKD state, at any given time. On the other hand, subjects with DM + IHD had a higher risk of moving to DM + IHD + CKD state than the corresponding risk of death, at any given time.
The results revealed several interesting covariate relationships on state occupational probabilities and transition hazards. We found that females had a relatively lower hazard for transitioning between states compared to males. It is a known fact that females have a longer lifespan compared to males [20, 21] . Our results can possibly shed some light on this with respect to a chronic disease system. Among many racial/ethnic differences uncovered, we found that there was an increased risk for Asian and NHPI patients to transfer from DM to DM + CKD states while Whites had the highest risk of transferring from IHD to Death. Several other shared characteristics among Asians, NHPI, and Other groups compared to Whites were observed. Such racial/ethnic differences should be considered when healthcare providers/administrators develop early prevention strategies for subgroups of patients with higher risks.
We observed that older individuals were less likely to transfer from IHD to IHD + CKD, from CKD to DM + CKD, and from DM + CKD to DM + IHD + CKD. Also, individuals who had higher values of the CCI were less likely to transfer from several states to their subsequent states. Although some of these findings seem surprising, we want to draw attention to the magnitude of hazards by these factors on transferring directly to the Death state regardless of the magnitude of transitioning to subsequent clinical states, which were always high. We found that subjects with low economic status as reflected by their dual eligibility, had relatively high risks of death, which could possibly be due to living conditions, low income, or barriers to accessing healthcare.
Findings of this study can be strategically utilized and implemented in clinical and healthcare management settings to minimize mortality and transition risks among the elderly who are diagnosed with DM, IHD, and CKD conditions. We identified a wide range of covariate influences on state-to-state transition hazards. Subgroup-specific intervention plans can be established by considering the expected risks. For example, recommending periodic screenings or using tests with increased sensitivities in diagnosing diseases for high risk subgroups could provide a better chance for early detection or improved implementation of appropriate therapeutic strategies before those conditions worsen. High-risk subjects can be introduced to early prevention strategies or specialized care upon recommendations by their healthcare providers to minimize anticipated risks for comorbidities. Obviously, such approaches could result in extra cost. Hence, healthcare policymakers should evaluate these facts from a financial prospective, balancing the costs for required resources (including the patient care workforce for patients at more chronically ill stages) versus the cost of developing and implementing preventive strategies, as well as patient health and quality of life aspects.
There is a paucity of research literature exploring state-transition outcomes for chronic conditions including DM, IHD, and CKD within the general multistate framework. In contrast to ours, several studies utilizing multistate models focused on the progression of a given condition in different stages of the disease [22] [23] [24] [25] [26] . Other reports on DM, IHD, and CKD described risks of developing one condition given few other chronic conditions [27] [28] [29] [30] [31] and the burden of comorbidities among these patient populations [32] [33] [34] . In terms of survival, previous studies frequently focused on estimating hazards and mortality rates for DM, IHD, and CKD populations [35] [36] [37] . Interestingly, a study conducted using Third National Health and Nutritional Examination Survey revealed 10-year mortality rates as 7.7, 11.5, and 31.1% respectively for subjects without either diabetics or kidney disease, patients with diabetes but without kidney disease, and patients with both diabetes and kidney disease, demonstrating the devastating impact of co-occurring diabetic and kidney diseases [38] . This study also shed light on increased cardiovascular-related events rates for having both conditions together. Clearly, there is a lacking of research exploring the progressive patterns of DM, IHD, and CKD conditions and mortality in the multi-disease state-transition setting.
It is challenging and expensive to collect longitudinal data of a cohort of subjects that contains health status in a continuous time frame. However, health insurance databases are rich sources providing vital information which can be utilized in analyzing multistage disease transition systems similar to the model that we used. Compared to carefully collected follow-up data from a set of subjects for a few pre-selected conditions, health insurance data bases naturally provide access to a spectrum of diagnoses, which allows their widened applications to many public health problems.
Besides addressing the specific problem outlined based on diagnoses of DM, IHD, and CKD, a key interest of ours was to illustrate the use of health insurance data to evaluate survival characteristics of a chronic disease system. However, these approaches are not widely adopted yet. The large scale of the claims data, the intense effort needed to track subjects' transitions among multiple clinical stages, and data security issues, are just several reasons for its lack of popularity. The use of health insurance claims data may not be an ideal choice to evaluate disease systems as these databases are incapable of updating the health status of the subject efficiently in real time. The system only documents when a subject makes a claim. Due to a variety of reasons, there can be a considerable number of unreported incidents even though the specific events of interest have already occurred, such as unawareness of the event, use of multiple insurance plans, switching between plans, delayed or irregular hospital visits, and errors in reporting, etc. These issues could lead to underestimation in state-to-state hazard estimations. However, it is quite reasonable to assume that these issues are independent from subject-specific covariates in the general sense. The generalizability of outcomes to a wider population is a common potential limitation for most of the studies conducted based on claims data, as the inferences made could be specific to the population under investigation. Nevertheless, we believe that the use of longitudinal health insurance data provides an excellent opportunity to investigate healthcare problems.
There are several other limitations with this study. We determined individual's first disease occurrence history prior to 2009 using historical ICD-9 codes provided for several selected major conditions, but historical records of conditions can be limited and may not fully reflect the complete chronic conditions of the individual. This can possibly result in misidentification of subjects who had already diagnosed a chronic condition prior to 2009 as new cases, causing potential errors in survival estimates and in calculating the CCI. Furthermore, we found reporting errors exist in the claims data. We removed claims with dates found to be older than the date of death for several subjects. Although the proposed multistate model restricts individuals from entering into the system from intermediate states and transiting from initial states to the DM + IHD + CKD state, we observed such phenomenon for a handful of subjects in the data. However, to reduce the complexity, those beneficiaries were not included in the analysis. The maximum time period that these subjects were limited to was 5 years. To have a better understanding of such complex system, specifically in consideration of chronic diseases, a longer follow-up period is necessary. Due to the limited follow-up period the observed transitions subjected to right censoring. In fact, the right censoring rate in terms of an individual reaching to the final state was 87.2%. It is important to note that our analysis did not consider temporal effects associated with the calendar time. For instance, we assumed a given state-to-state transition probability is independent of the calendar time. However, such transitions could potentially be influenced by time-varying factors. It is worthwhile to conduct future sensitivity analyses to evaluate the robustness of the results due to the impact of these time varying factors. Lastly, several other potential risk factors may not be considered in our multistate model. For example, we did not include obesity that can be interrelated and contribute to the development and progression of the chronic conditions. We did not include obesity as a covariate because the identification of obesity using diagnosis codes tends to be highly underestimated.
We believe this is the first study conducted investigating DM, IHD, and CKD together in the prospect of state transitions and survival in the elderly population. The research revealed many important covariate relationships with respect to state occupational probabilities and transitions. The results will be useful for healthcare providers and policymakers in prevention planning and implementation.
Conclusion
Using Hawaii Medicare database, we quantified survival characteristics of a multistate system that was defined by the occurrence of three chronic conditions (DM, IHD, and CKD) and their transition to the absorbing state Death, among individuals age 65 and above. Our study provides evidences that the clinical state transition mechanism could be subject-or subgroup-specific. Thus, consideration of subgroup-specific screening procedures and intervention plans for elderly individuals will be helpful for the optimal prevention and care of these chronic conditions.
Additional file
Additional file 1: State occupation probabilities and transition hazards: A supplementary description of statistical methods used for estimating state occupation probabilities and transition hazards. Table S1 . A summary matrix showing state-to-state transition counts for the chronic disease network. NA indicates transitions that are not applicable for the system. Table S2 . Estimated regression coefficients that represent effects of covariates: age, gender, race/ethnicity, CCI and dual eligibility, on the state occupation probability at selected time points along with p-values (in brackets). Table S3 . Estimated regression coefficients that represent effects of covariates: age, gender, race/ethnicity, CCI and dual eligibility, on cumulative transition hazards at selected time points along with p-values (in brackets). Figure S1 . Marginally estimated cumulative state-to-state transition hazards from state DM to subsequent states. Figure S2 . Marginally estimated cumulative state-to-state transition hazards from state IHD to subsequent states along with bootstrap based 95% point-wise confidence bands. Figure S3 . Marginally estimated cumulative state-to-state transition hazards from state CKD to subsequent states along with bootstrap based 95% point-wise confidence bands. Figure S4 . Marginally estimated cumulative state-to-state transition hazards from state DM+HD to subsequent states along with bootstrap based 95% point-wise confidence bands. Figure S5 . Marginally estimated cumulative state-to-state transition hazards from state DM+CKD to subsequent states along with bootstrap based 95% point-wise confidence bands. Figure S6 . Marginally estimated cumulative state-to-state transition hazards from state IHD+CKD to subsequent states along with bootstrap based 95% point-wise confidence bands. 
